**Abstract**

**Objective:** We developed the acetylcholine hypothesis to explain the cause of PTSD flashbacks; it states that PTSD flashbacks are caused by the hyperexcitability of the memory-related circuit of the acetylcholine (ACh) nervous system (ACH-MRC), comprising ACh1 (medial septal nucleus) and ACh2 (diagonal band of Broca) to hippocampus and ACh4 (Nucleus basalis of Meynert) to amygdala paths, i.e., by the abnormal secretion of ACh. Based on this hypothesis, we would like to report a new drug therapy using the central anticholinergic agent trihexylphenidyl (TP) and its action mechanism. At the 12th World Congress of Biological Psychiatry held in Athens (June 2015), we reported favorable results of a clinical trial of TP conducted in seven subjects. Since then, we administered TP to 16 subjects presenting with flashbacks (FB) and would like to report our findings.

**Methods:** We administered TP to 23 patients experiencing flashbacks. TP was mainly administered once at 2 mg in the form of draught when flashbacks occurred. The dose was adjusted according to severity; for a serious case, TP was administered thrice at 2 mg/day for several weeks. However, no side effects have been reported.

Informed consent was obtained from all patients. This study was approved by the Ethical Committee of Warakukai.

**Results:** PTSD was diagnosed and evaluated using DSM-5, IES-R, and CAPS assessment. These evaluations showed an extremely beneficial effect. Twenty three cases were evaluated; 7 cases up to 2012 and 16 cases from 2012 to 2015. Of these, 65.2% (15/23) showed complete remission (CR), and 34.8% (8/23) showed partial remission (PR), indicating a favorable outcome.

CR(65.2%)+PR(34.8%)=100%.

**Conclusion:** Thus far, no drug with definite effects on PTSD has been identified. Furthermore, the mechanism of action of drugs believed to have effects on PTSD is unclear. TP exhibited an excellent effect on PTSD flashbacks. The effect was rapid and could be seen in 1 to 1.5 hours after dosing, with the effect lasting for 5 to 6 hours. FB is an important, central symptom of PTSD, and improvements in FB lead to improvement of other PTSD symptoms. We primarily used single doses of the drug. For severe cases, we administered 3T (1T=2 mg) once daily for 1 to 2 months, with close monitoring of side effects. Thus far, no patients have shown any side effects.
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